10/717,868 



=> d his 

(FILE »HOME» ENTERED AT 15:16:21 ON 05 APR 2005) 

FILE 'REGISTRY' ENTERED AT 15:16:35 ON 05 APR 2005 

LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 41 S LI FULL 

FILE 'CA' ENTERED AT 15:17:02 ON 05 APR 2005 

L4 9 S L3 

L5 189 S TIOTROPIUM 

L6 1 S L4 AND L5 

L7 8 S L4 NOT L6 

FILE 'MARPAT' ENTERED AT 15:17:50 ON 05 APR 2005 

L8 7 S LI FULL 

L9 6 S L8/C0M 



--Logging off of STN- 



=> 

Executing the logoff script. 



10/717868 

-kiFirif********* STN Columbus *************** 
FILE 'HOME* ENTERED AT 14:52:51 ON 05 APR 2005 

=> file reg 
C 

=> s tiotropium/cn 

L2 1 TIOTROPIUM/CN 

=> d 
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Ll ANSWER 1 07 8 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 412010-64-1 REGISTRY 

ED EDtered STN: 07 Hay 2002 

CM 3-Oxa-9'-azoniatricyclo(3.3.1.02,4)aooana, 7-[ (faydroxydi-2- 
chienylacttyl) oxy] -9, 9-diMUiyl-. (l<s, 29, ifi, 7 .bat 

a.)-, salt with 4-methylbeiizaaa9ulfonlc acid (1:1) (9CI) <CA INDEX HAMX) 

OTHER NAMES: 

CN Tlotropiua p-toluttn«sulf onat* 

FS STEREOSEARCH 

HF C19 H22 N 04 52 . C7 H7 03 S 

SR CA 

LC STN Files: CA, CAPLUS, TOXCEHTER, USPAT2« USPATFULL 



Ll ANSVER 2 OF 8 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 412010-63-0 REGISTRY 

ED Entered STN: 07 Hay 2002 

CN 3-Oxa-9->azoniatrlcyclo[3.3.1.02,4]noDane, 7-[ (hydroxydl-2- 
thlenylacetyl) oxy] -9, 9-diffl«tfayl-, (la, 2P, 4p, 5a, 7.bet 
a.)-, netfayl sulfate (salt) (9CI) (CA INDEX HAHB) 

OTHER NAMES: 

CN Ttetropiua oathylsulfata 

FS STEREOSEARCH 

HF C19 H22 N 04 S2 . C H3 04 S 

SR CA 

LC STN Files: CA, CAPLUS, TOKCENTBR, USPAT2, USPATFULL 



CRN 186691-13-4 
CHF C19 H22 N 04 S2 



Relative stereochendstry. 



CRN 196691-13-4 
CMF C19 H22 N 04 S2 



Relative stereochenistry. 





CRN 16722-51-3 
CMF C7 H7 03 S 



CBN 21228-90-0 
CMF C 113 04 S 



15 REFERENCES IN FILE CA (1907 TO DATE) 

16 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



19 REFERENCES IN FILE CA (1907 TO DATE) 

19 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Ll ANSVEFt 3 OF 8 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 412010-62-9 REGISTRY 

ED Entered STN: 07 May 2002 

CN 3-Oxa-9-azoniatricyclot3.3.1.02,4]nonane, 7-[ (hydroxydi-2- 
thienylacetyl) ony] -9, 9-dimethyl-, (1«, 2P,4p,5a,7.bet 
a.)-, methanesulfonate (salt) (9CI) (CA INDEX NAKB) 

OTHER NAMES: 

CN Tlotropiun m«thane>ul£onate 

FS STEREOSEARCH 

MF C19 H22 N 04 S2 . C H3 03 S 

SR CA 

LC STN Files: CA, CAPLUS, TOXCEHTER, U5PAT2, USPATFULL 
CM 1 

CRN 186691-13-4 
CMF C19 H22 N 04 S2 

Relative stereochenistry. 



Ll ANSVER 4 OF 8 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 412010-61-8 REGISTRY 

ED Entered STN: 07 Hay 2002 

CN 3-Oxa-9-azoniatricycio(3.3.1.02,4]nonaae, 7- [ (hydroKydi-2- 
thienylacetyl)oity)-9,9-diBiethyl-, iodide, (la, 2p, 4p, 5.alph 
a.,7p)- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN tlotroplum Iodide 

FS STEREOSEARCH 

MF C19 H22 N 04 S2 . I 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, U5PAT2, USPATFULL 
CRN (186691-13-4) 

Relative stereochemistry. 





CRN 16053-58-0 
CMF C H3 03 S 



20 REFERENCES IN FILE CA (1907 TO DATE) 

21 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



I? 



20 REFERENCES IN FILE CA (1907 TO DATE) 

21 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



10/717,868 



Ll ANSWER 5 OF 8 REGISTRY COPYIUGHT 2005 ACS OO STN 

RN 412010-60-7 REGISTRY 

ED Entered STN: 07 May 2002 

CN 3-Osa-9-azoaiatricyclo[3.3.1.02,4}aonan«, 7-[ (hydroKvdi-2- 
tbUaylacetyl)oxy)-9,9'dimetfayl-, chlorldtt, (la,2p,4p.5.al 
pha..7p)- (SCI) (CA INDEX NAME) 

OTHER NAMES: 

CN tiotroplua cblorld* 
FS STEREOSEARCH 
MF C19 H22 N 04 S2 . CI 
SR CA 

LC STN Files: CA, CAPLUS, TCKCENTER, USPAT2, USPATFULL 
cm (1S6691-13-4) 

Relative stereochemistry. 




Ll ANSVER 6 OF 8 REGISTRY COPYRIGST 2005 ACS on STN 

RN 411207-31-3 REGISTRY 

ED Entered STN: 06 May 2002 

CN 3-Oxa-9-azoniatricyclo[3.3.1.02,4]nooane, 7-[ (faydrol^ydi-^- 
thicnYlacetyl)oxy} -9,9-diinetbyl-, bromide, monohydrate, 
(la,2P,4^,5«^,7p)- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Tiotroplua bromldo aoaohydrat:* 

FS STEREOSEARCH 

MF C19 H22 N 04 S2 . Br . H2 0 

CI OOH 

SR CA 

LC STN Files: CA, CAPLUS, PATDPASPC, PS, USPAT2, USPATFULL 
CRN (186691-13-4) 

Relative stereochenistry. 




20 REFERENCES IN FILE CA (1907 TO DATE) 

21 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



• H20 



27 REFERENCES IN FILE CA (1907 TO DATE) 

27 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Ll ANSWER 7 OF 8 REGISTRY COPYBIGHT 2005 ACS on STN 

RN 186691-13-4 REGISTRY 

ED Entered STN: OS Mar 1997 

CN 3-Oxa-9-azoniatricyclo[3.3.1.02,4]nonane, 7-[ (faydroxydi-2- 
thienylacetyl) oxy] -9, 9 -dimethyl-, (la, 2^, 4^, 5«, 7.bet 
a.)- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Tiotroplum 

FS STEREOSEARCH 

MF C19 H22 N 04 S2 

CI COM 

SR CA 

LC STN Files: ADISIN5IGRT, BIOSIS, CA, CAPLUS, PATDPASPC, PROUSDDR, 
SYNTHLINE, TOXCENTER, USPAT2, USPATFULL 

Relative stereochemistry. 




98 REFERENCES IN FILE CA (1907 TO DATE) 
24 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
101 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Ll AN^R 8 OF 8 REGISTRY COPYRIQIT 2005 ACS on STN 

RN 136310-93-5 REGISTRY 

ED Entered STN: 20 Sap 1991 

CN 3-Oxa-9-azoDiatricyclo[3.3.1.02,4)nonane, 7- [ (faydroxydi-2- 
thienylacetyl) oxy] -9,9-dinethyl-, bromide, (la, 2p,4p, S.alp 
ha.,7p)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 3-Oxa-9-azatricyclo[3.3.1.02,4]nonana, 3-oxa-9- 
azoni a trl cyclo C 3.3.1.02,4] nonane de riv. 

OTHER NAMES: 

CN BA 679BR 

CN Spiriva 

CN tlopropium 

CN Tiotroplum bromide 

F5 STEREOSEARCH ' 

N7 C19 H22 H 04 S2 . Br 

CI COM 

SR CA 

LC STN Files: ADIS INSIGHT, ADISNEV5, BIOSIS, BIOTECHNO, CA, CAPLUS, 

CASREACT, CHEHCATS, CIN, DIOGENES, EMBASE, IH5C0SEARCH, IMSDRUGNEV5, 
IMSPATENTS, IMSRESEARCH, IFA, MEDLINE, HRCK*, PATDPASPC, PEAR, PIRA, 
PROMT, PROUSDDR, PS, SYNTHLINE, TOXCENTER, U5PAT2, USPATFULL 
(*File contains numerically searchable property data) 

CRN (186691-13-4) 

Relative stereochemistry. 




• Br- 



132 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
135 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
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************* STN Columbus *************** 
FILE 'HOME' ENTERED AT 15:16:21 ON 05 APR 2005 
=> file reg 



Uploading C:\Program Files\Stnexp\Queries\l0717868 . str 




13 



chain nodes : 

11 12 13 14 15 16 17 19 20 21 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 18 22 23 24 
chain bonds : 

1-12 4-15 9-11 10-14 12-13 15-16 15-19 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-10 7-8 

23-26 24-25 24-29 26-27 27-28 28-29 
exact /norm bonds : 

1-12 5-7 6-10 7-8 8-9 9-10 9-11 15-19 
24-25 

exact bonds : 

4-15 10-14 12-13 15-16 17-21 19-20 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 23-24 23-26 2 
isolated ring systems : 
containing 1 : 



25 26 '27 28 29 
16-17 17-18 17-21 19-20 
8-9 9-10 18-22 18-25 22-23 23-24 

16-17 17-18 18-22 18-25 22-23 
-29 26-27 27-28 28-29 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 
11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 16: CLASS 17: CLASS 18 : Atom 
19: CLASS 20: CLASS 21: CLASS 22: Atom 23: Atom 24: Atom 25: Atom 26: Atom 27: Atom 
28: Atom 29: Atom 
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LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 



B 





Structure attributes must be viewed using STN Express query preparation. 



=> s 11 full 

L3 41 SEA SSS FUL LI 

=> file ca 



=> s 13 
L4 



9 L3 



=> s tiotropium 

L5 18 9 TIOTROPIUM 



=> s 14 and 15 

L6 1 L4 AND L5 



=> d ibib abs fhitstr 
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L6 ANSWER 1 OP 1 
ACCESSION ] 
TITLB; 



INVE»TOK(S) : 
PATENT ASSI(a(SS(S): 



DOCUHENT TYPE: 
LANGUAGE: 

FAMILY AGO. NUM. COUNTS 
PATENT INFORMATION: 

PATENT NO. 



COPYRIGHT 2005 ACS on STN 
141:59702 CA 

Inbalaot containing a coiabi nation of a 
tlotreplua salt and a p-miiutica for th« 
trtatneot of COPD 

Konetzki, logoi Head*, Christopher J. Moataguei 

Pairet, Michel; Pieper, Michael P. 

Boeh ringer ingelhein Phanu GsdbH k Co. KG, Germany 

Ger. Of fen., 22 pp. 
CODEN: 6WXXBX 
Patent 
German 
1 




DE 10256080 
WO 2004050093 

W: AE, AG, AL, 

CN, CO, CR, 

GE, GH, GM, 

LK, LR, LS, 

VZ, OH, PG, 

TM, TN, TR, 

EW, GH, GM, 

BY, KG, K2, 




PLICATION NO. 



ES, FI, FR, 



TR, BF, 
US 2004132759 
•RIORITY APPLN. INFO. : 

OTHER SOURCE (S): 
GI 



BJ, 



TT, TZ, 

KE, LS, 

HD, RU, 

GB, GR, 

CF, CG, 
Al 



.20040617 
20040617 
AU, A2, 

dk/dm, 

ID, L^ IN, 

, HD, 

% RO, RU, 

UA, UG, US, 

MW, MZ, SD, 

TJ, TH, AT, 

HU, IE, IT, 

CI, CM, GA, 
20040708 



HARPAT 141:59702 



DB 2002- 
WO 2003- 
B6, BG, 
DZ, EC, 
IS, JP, 
H6, HK, 
SC, SD, 
UZ, VC, 
SL, SZ, 
BE, BG, 
LU, MC, 
GN, GQ, 
US 2003- 
DS 2002- 
U5 2003- 



10256080 
EP12913 
BR, BV, 
EE, EG, 
KB, KG, 
HH, KV, 
SE, SG, 
VN, YU, 
TZ, UG, 
CH, CY, 
NL, PT, 
Gtf, ML, 
717868 
10256080 
446668P 



DATE 

20021129 
20031119 
BY, BZ, CA. CH, 
ES, FI, GB, GO, 
KP, XR, KZ, LC, 
HX, HZ, NI, NO, 
SK, SL, SY, TJ, 
ZA, ZH, ZW 
ZM, ZW, AM, AZ, 
CZ, DE, DK, EE, 
RO, SE, SI, SK, 
MR, NE, SN, TD, T6 
20031119 
A 20021129 
P 20030211 




ANSWER 1 OF 1 CA COPYRIGHT 2005 ACS on STN (Continued) 

5-{ [ (5, 6-diethyl-2, 3-dihydro-lH-inden-2-yl) amino) -l-hydroxyethyl] -8- 

hydroxy-2(lH) -quinoliae monohydrocbloride 35/ and lactose 4954.2. 

Ci47Sl-12>l 

Hit PEP (Physical, aagineeriDg or chcnical process)! PYP (Physical 
process) t THU (Theraptutic use) i BIOL (Biological study) t PROC (Process) 
USES (Uses) 

(inhalant containing conbioation of tiotropiUB salt and 
p-miraetics for treatnent of COPD) 
614751-12-1 CA 

2(lH)-QuinoliooQe, 5-[2-{ (5, 6-diethyl-2,3-dibydrQ-lH-inden-2-yl}8mino] -1 
hydroxyethyl]-a-hydroicy-, (2Z) -2-butenedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 312753-33-6 
CHF C24 H2e N2 03 




CRN 110-16-7 
CMF C4 H4 04 



Double bond geometry as shown. 



The invention concerns a combination for the treatment of chronic 
obstructive pulmonary disease composed of a tlotropium salt, 
preferably tlotroplua bromide, and a p-mimetic of the 

general formula (I), where Rl, R2 - H, Cl-4-alkyl; R3, R4 - H, Cl-4-al)cyl, 
0-Cl-4-al)cyl, Cl-4-al)cylene-0-Cl-4-alkyl» or R3, R4 together are for a 
bridging group O-Cl-4-alkylene or -0-C1-4-0-, or its salt. Inhalant 
powders, suspensions and solns. are prepared Thus an inhalant potrder 
contained (|jg/capsule) : tlotropium bromide monohydrate 10. 8i 



10/717,868 

=> s 14 not 16 

L7 8 L4 NOT L6 

=> d ibib abs fhitstr 1-8 



10/717,868 



L7 ANSWER 1 OF 8 CA COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 142:225794 CA 

TITLE: Medicaments for inhalation cooprising betanimetics and 

an anticholinergic agent 
IIIVENTOR(S) i Gerraeyer, Sabinei Heade, Christopher John Montagu ei 

Heissner, Helnuti Horschhaeuser, Gcrd> Pairet, Michelr 

Pestel, Sabine; Pieper, Michael P.; Pohl, Gerald; 

Rsichl, Richard; Speck, Georg; Konetzki, Ingo 
PATENT ASSIGNEE(S): Boehringer Ingelheira International G.ra.b.H., Germany; 

Boehringer Ingelheira Pharma G.m.b.H. & Co. K.-G. 
SOURCE: PCT Int. J^pl., 38 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: _^ 



PATENT NO, 






KIN 




^ATEl 






APPLICATION NO. 




DATE 


WO 2005013992 




AT 




2005 


*17 




WO 2004- 


EP7997 




20040717 


tf: AE, 


AG, 


AL, 


AMil 


AT, 


AU, 


kz. 


BA. 


BB. 


B6, 


BR, BV, 


BY, 


BZ, 


CA, CH, 


CN, 


CO, 


CR, 


CU,' 


CZ, 


DE, 


pK. 


m. 


DZ, 


EC, 


EB, EG, 


ES, 


Fl, 


GB. GD, 


GB, 


GH, 


GM, 


HR, 




ID, J 


'iL, 


IN, 


IS, 


JP, 


XE, KG, 


KP, 


XR, 


KZ, LC, 


LK, 


LR, 


LS, 


LT, 


\}', 


LV/ 


MA, 


MD, 


MG, 


MK, 


MN, MW, 


MX, 


MZ, 


NA, NI, 


NO, 


NZ, 


CM, 


PG, 




Iz' 


PT, 


RO, 


RU, 


SC, 


SD, SE, 


SG, 


SK, 


SL, SY, 


TJ, 


TM, 


IN, 


TR, 


TTy 




UA, 


UG, 


US, 


uz. 


VC, VN, 


YU, 


ZA, 


ZM, ZV 


RW: EW, 


GH, 


GM, 


KE, 


LS, 


m'. 


MZ, 


NA, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


ZW, AH, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, CH, 


CY, 


CZ, 


DE, DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


HC, NL, 


PL, 


PT, 


RO, SE, 


SI, 


5X, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, GQ, 


Gtf, 


ML, 


MR, NB, 


SN, 


TD, 


TG 
























PRIORITY APPLN. 


INFO 














BP 2003- 


17036 




A 20030728 



L7 ANSWER 1 OF 8 CA COPYRIGHT 2005 ACS on STN (Continued) 

carboxylate methobromide (II) was prepd. by the reaction of acopine 
9-metfayl-f Iuorene-9-carboxylat« with 50% He bromide soln. in acetonitrile. 
The crystals pptd. vera sepd. off and recrystd. from di-Et ether to purify 
them, yield • 70«, m.p. • 214*. Inhalant powders contained li SO, 
fomoterol fumarate difaydrata 12, and lactose 12408 m4I per capsula. 

IT 3127S3-33-5 

RL: THU (Therapeutic use); BIOL (Biological study); U5BS (Uses) 

(nedicanents for inhalation cos^srising betanimetics and anticholinergic 
agent) 

UN 312753-33-6 CA 

CN 2 (IH) -Qui noli none, 5-(2-( (5, 6-diethyl-2, 3-dihydro-lK-inden-2-yl) amino] -1- 
hydroxyethylJ-S-hydroxy- (9CI) (CA INDEX NAME) 




OH 



REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Me 




AB The present invention relates to novel pharmaceutical con^ns. based on 

beta2 agonists and salts of a nev anticholinergic, processes for preparing 
them and their use in the treatment of respiratory complaints, trtierein the 
anticholinergic agent has the formula I. Scopine 9-methyl-f luorene-9- 



L7 ANSWER 2 OF 8 CA 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



COPYRIGHT 2005 ACS on STN 
142:183470 CA 

Medicaments for inhalation comprising an 
anticholinergic and a betamimetic 
Meade, Christopher John Montague; Pairet, Michel; 
Pieper, Michael P. 

Boehringer Ingelheim International G.m.b.H. , Germany 

U.S. Pat. Appl. Publ., 15 pp. 

CODEN: USXXCO 

Patent 

English 



KIND I (DATE 



APPLICATION NO. 



PRIORITY APPLN. INFO.: EP 2003-17163 A 20030729 

US 2003-507982P P 20031002 

AB Disclosed is a pharmaceutical composition comprising 3- [ {hydroxydi-2- 

thienylacetyl) oxy) -1- (3-phenoxypropyl) -l-a2oniabicyclo[2. 2. 2] octane salts 
with a single neg. charge, and a betamimetic, optionally together with a 
pharmacautically acceptable excipient, for the treatment of respiratory 
tract diseases. For example, inhalable powders in a capsule contained 
3-[ (hydroxydi-2-thienylacotyl) oxy) -1- (3-phenoxypropyl) -1- 
azoniabicyclo[2.2.2)octane bromide 150, formoterol fumarate dihydrate 50, 
and lactose 12,300 ^g. 

IT 312753-33-6 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(medicaments for inhalation cooprislng anticholinergics and 
betamimetics) 
RN 312753-33-6 CA 

CN 2(lH)-Quinolinone, 5-[2-( (5, 6-dletbyl-2, 3-dihydro-lH-inden-2-yl) amino] -1- 
hydroxyetfayl]-8-hydroicy- (9CI) (CA INDSC NAME) 




L7 ANSWER 3 OF 8 
ACCESSION NUMBER: 
TITLE: 



PATENT ASSISES (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT i 
PATENT INFORMATION: 



COPYRIGHT 2005 ACS on STN 
141:350042 CA 

Preparation of qui noli ne-2-one derivatives for the 
treatment of airways diseases 

Fairhurst, Robin Alec; Sandham, David Andrew; Beattle, 

David; Bruce, Ian; Cuenoud, Bernard; Madden, Reamonn; 

Press, Neil John; Taylor, Roger John; Turner, 

Katharine Louise; Watson, Simon James 

Novartis Ag, Switz.; Hovartis Pharma GmbH 

PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 

Patent 

English 



2005026948 




Al 




20050203 




US 2004-891552 




20040715 


PATENT NO. 




2005014044 




Al 




20050217 




WO 2004-EP8030 




20040717 






W: AE, 


AG, 


AL, 


AH, 




AU, 


AZ, 


BA 


BB, 


BG, BR, BW, 


BY, 


BZ 


CA, 


CH, 


WO 2004087142 




CN, 


CO, 


CR, 


CU, 


CZ, 


Sde, 




DM 


OZ, 


EC, EB, EG, 


ES, 


FI 


GB, 


GD, 


W: AE, AG, 


AL 


GE, 


GH, 


GM, 


HR, 


HU 




U 


IN 


IS, 


JP, KE, KG, 


KP, 


KR 


KZ, 


LC, 


CN, CO, 


CR 


LK, 


LR, 


LS, 


LT, 


LU 






MD 


MG, 


MK, MN, MW, 


MX, 


MZ, 


NA, 


NI, 


GE, GH, 


GM 


NO, 


NZ, 


CM, 


PG, 


PH, 


PL, 


tt'. 


RO 


RU, 


SC, SD, SE, 


SG, 


SK, 


SL, 


SY, 


LK, LR, 


LS 


TJ, 


TM, 


TN, 


TR, 


TT 


TZ, 


UA, 


UG 


US, 


UZ, VC, VN, 


YU, 


ZA, 


ZM, 


ZW 


NO, NZ, 


OH 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA 


SD, 


SL, SZ, TZ, 


UG, 


ZM, 


ZW, 


AM, 


TJ, TM, 


TN 


AZ, 


BY, 


KG, 


KZ, 


MD 


RU, 


TJ, 


TM 


AT, 


BE, BG, CH, 


CY, 


CZ, 


DE, 


DK, 


RW: BW, GH, 


GM 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE 


IT, 


LU, MC, NL, 


PL, 


PT, 


RO, 


SE, 


BY, KG, 


KZ 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI 


CM, 


GA, GN, GQ, 


GW, 


ML, 


MR, 


NE, 


ES, FI, 


FR 


SN, 


TD, 


TG 
























SK, TR, 


BF 




TD. TG 
PRIORITY APPLN. INFO. : 



OTHER SOURCE (S) I 



MARPAT 141:350042 



APPLICATION NO. 

WO 2004-EP3516 

,, BB, BG, BR, BW, 

DK, bM, DZ, EC, EE, EG, 

L,/lN, IS, JP, KE, KG, 

M^MD, MG, MK, MN, MW, 

RO, RU, SC, SD, SE, 

UG, US, UZ, VC, VN, 

SD, SL, SZ, TZ, UG, 



GB 2003-7856 
GB 2003-11462 
GB 2003-13489 
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Title compds. represented by the formula I (wherein C-Y - CH2CH2, CH:ai, 
CH20; Rl, R2 - H, OH and Rl * R2» G «« (un) substituted 

cyclopentyl(alkyl) , indanyl (alJcyl) , benzofuranyl (alkyl) , etc.; in free or 
salt or solvate form] were prepared For exaitple, reaction of 
(R)-l-aminoindane with (R) -8-ben2yloxy-S-oxiranyl-lH-quinolin-2-one, 
followed by hydrogenation, gave II. I and their pharmaceutical compns. 
are useful for the treatment of a condition which is prevented or 
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alleviated by activation of the ^2'adrenoreceptor. or the treatiuat 
of an obstructive or iof lamoatory airvays disease (no data). 

IT 774221-9C-4F 

RL: PAC (Phamacological activity)! SPN (Syothatic praparatioa) i TKU 
(Therapeutic use)> BIOL (Biological study) i PREP (Preparation)! USES 
(Uses) 

(preparation of quinolint-2-ooa d«rlv9. for trtatneat of airways 
diseases) 

RN 774221-96-4 CA 

CN 2(lH)-QuiiioUaona, 5-[(lR)>2-( (2, 3-dibydro-l-awthyl-lH-iodea-2-yl)aaiao] -1- 
bydroxyathylj-e-hydroxy- (9CI) (CA INDEX NAME) 

Absolut* steraocheaistry. 
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Process for preparation of 5- (baloacetyl) -S-hydroxy- 
dH) -quinolin-2-ooe derivativts 

Lohsa, Olivier J Penn, Gerhardt Schilling, Kaaspatar 
Novartis Ag, Svitz.i Novartis Pharaa GmbH 
PCT Int. Appl., 42 pp. 
CODEN: PIXXD2 
Patent 
English 
1 




APPLICATION NO. 



DATE 



WO 2004-EP3479 20040401 
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SOURCE: 

DOCUMENT TYPE; 
LANGUAGE: 
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PATENT NO. 
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RW: BW, OH, GM, 
BY, KG, KZ, 
ES, ri, FR, 
SK, TR, BF, 
TD, TG 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S): MARPAT 141:332069 

AB This invention pertains to a method for producing 5- (n-haloacetyl) -8- 
hydroxy- (IH) -quinolin-2-one derivs. The process involves (i) reacting 
8-hydroKy- (IH) -quinolin-2-one with an acylating agent and a Levis acid to 
form 5-acetyl-8-hydroxy- (IH) -quinolin-2-one; (ii) reacting 
S-acetyl-S-hydroxy- (IH) -quinolin-2-one with a conqsound RL (wherein R is a 
protecting group and L is a leaving group] in the presence of a base to 
form 5-acetyl-B- (substituted oxy) - (IH) -qui.nolin-2-one; and (iii) reacting 
5-acetyl-8- (substituted oxy) - (IH) -qui noli n- 2- one with a halogenating agent 
to form 5- (a-haloacetyl) -8- (substituted oxy) - (IH) -qui noli n- 2- on*. 
For exanpla, fl -hydroxy- (IH) -quinolin-2-ooa was raactad with Ae20 in 
1,2-dichlorobanzene in the presence of A1C13 to give 5-acetyI-8-hydroxy- 
(IH) -quinolin-2-one (62.0%). The above compound was reacted with PhCH2Br in 
acetone in the presence of diisopropylethylamine to afford 
S-acetyl-S-bensyloxy- (IH) -quinolin-2-OQe (91.71). The qui noli none 
obtained was traated with benzyltrimethylammonium dichloroiodate in AcOH 
to provida 5- («-chloroacetyl) -8-benzyloxy- (IH) -quinolin-2-one. 

IT 783498-2S-8P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation)! PREP 
(Preparation) 

(preparation of 5- (haloacetyl) -8-hydroxy- (IH) -quinolin-2-one derivs.) 
RN 753498-25-9 CA 

CN 2 (IH) -Qui noli none, 5-( (IR) -2-t (5,6-diethyl-2, 3-dihydro-lH-iaden-2- 
yl)amino) -l-hydroxyathyl] -e-hydroxy-, (2Z) -2-but«nadioatft (1:1) (salt) 
(9CI) (CA INDEX NAME) 

CM 1 

CRM 312753-06-3 
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Absolute stereochemistry. 
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Double bond geometry as shown. 
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HW, MX, MX, 
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CH, GA, GN, 

P 20030228 



REFBRBNCS COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




AB A process for preparing 

5-( (R) -2- (5, 6-diethylindan-2-ylamino) -1-hydroxyathyl] - 

8-bydroxy-(lH)-quinolin-2-one (I) salt. Tha process involves foriaing an 
acid salt of 5-[ (R) -2- (5, 6-diethylindan-2-ylamino) -l-hydroxy*thyl) -8- 
substituted oxy- (IH) -quinolin-2-one (II ! R - a protecting group! A- - an 
anion) and converting the acid salt to a salt of I, i.e. II (R - H) , 
without isolating the free base of I. Thus, 30.89 g 2-araino-5,6- 
diethylindan was dissolved in diethylene glycol di-Me ether, treated with 
36,4 g 8-phenylmethoxy-5- (R) -oxiranyl-lH-quinolin-2-one, stirred at 
110' for 15 h, cooled to 70', treated with 210 mL EtOH and 
then with a solution of a solution of 30.3 g benzoic acid in 140 mL ethanol, 
cooled to 45-50*, seeded, cooled to 0-5*, and filtered to 
give, after recrystn. from EtOH, 5- ( (R) -2- (5, 6-diatfaylindan-2-ylaBino) -1- 
hydroxyethyl] -8-phenylmethoxy- (IH) -quinolin-2-one benzoate (III). Ill (40 
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g) waa hydrogenated over 5% Pd on charcoal (5.44 g) in 400 laL AcOH for 2-9 RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

h, filtered over a pad of filter aid, coned, at 50-60* under vacuua 

(100 nbar) to a vol. of 70-90 mL, treated with 400 sL EtOH, heated to 

50-60*, treated with a aoln. of 11.6 q maleic acid io 24 bL StOH, 

seeded at SO* with a suspension of 350 ng aicronized I in 20 mL 

isopropanol, and allcwtd to crystallize fay slow cooling to 0-S*, 

and filtered, followed by washing with SO StOH and 25 0L isoprq^anol and 

recrystn. from 1.36 L EtOH, 24.3 g I maleate as a vhif cryst. powder. 

7S3498-41'-8P 

RL: RCT (Reactant) > SPN (Synthetic preparation) > PREP (Preparation); RACI 
(Reactant or reagent) 

(process for preparing 5-( (B) -2- (5, 6-diethylindan-2-ylanu.no) -l- 

hydroxyethyl) -8 -hydroxy- (IH) -quinolin-2-one salt as adrenoceptor 

agonist) 
753498-41-8 CA 

2(lH)-Quinolinone, 5-[ (lR)-2-{ (5,6-diethyl-2,3-dihydro-lH-inden-2- 
yl) amino}-l-faydroxyetbyl] -6-hydroicy-, monobenzoate (salt) (9CI) (CA INDEX 
NAME) 



CM 1 



CRN 312753-06-3 
CMF C24 H28 N2 03 



Absolute stereochenistry. 
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2 (IH) -Quinolinone, 5- [2- [ (5, 6-diethyl-2, 3-dihydro-lH-inden-2-yl) amino] -1- 
hydroxyethyl] -8-hydroxy-, (22) -2-butenedioate (1:1) (salt) (9CI) (CA 

INDEX NAME) 
CM 1 
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CRN 110-16-7 
CHF C4 H4 04 

Double bond geometry as shown. 
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• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to novel medicament conpns. based on long-acting 
^2 agonists and salts I-X- {X - simple anion (CI, Br, 1, 

sulfate, phosphate, 03SMe, N03, maleate, OAc, citrate, funarate, tartrate, 
oxalate, succinate, 02CPh, OTs)), of a novel anticholinesterase drug I, to 
methods for the production of these compns. and their use in treating 
respiratory tract diseases. The invention also relates to the combination 
of I with one or more biomimetica II (Rl, R2 - H, Cl-4-alkylj R3, R4 - H, 
Cl-4-alkyl, O- (Cl-4-al)cyl) , {Cl-4-alkylene) -0- (Cl-4-alkyl) » R3R4 - 
Cl-4-al1cylene, 0- (Cl-4-alkylene) -O] , their enantiomers, raiKts., racemates, 
solvates, hydrates or with salnoterol, formoterol or their acid addition 
salts. Thus, an exanqple inhalation powder fonaulation coB«)rises 
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AB An inhalation cooposition cos^rises, sep. or together, (A) a quiaollnone 



(I) in free or pharmaceutically acceptable salt or solvate form and (B) a 
corticosteroid, useful for sinultaneoua, sequential or sep. admloi strati on 
in the treatmant of an iaflanuaatory or obstructlva airvay disease. The 
molar ratio of <A) to (B) is froa 100:1 to 1:300. A conqxisition is an 
aerosol 

or a dry powder in a capsule. For exan^le, an aerosol formulation was 
prepared by dispensing 10 parts of mlcronized I maleate, 10 parts of 
moraetasone furoate, and 100 parts of lactose (bulking agent) into a vial, 
sealing the vial with a metering valve, injecting the preniK of 2500 parts 
of ethanol, 30,500 parts of propellant HFA134a, 67,000 parts of propellent 
HFA227, and 0.5 parts of oleic acid (surfactant) into the vial through the 
valve, and subjecting the vial to ultrasonic energy to disperse the solid 
particles. 
IT aUTSS^Ofl-SP 

RL: PAC (Pharmacological activity)! SPH (Synthetic preparation}* THU 
(Therapeutic use) r BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation and qulnolinone compound and its formulation with 
corticosteroid 

for treatment of airway disorders) 
RN 312753-06-3 CA 

CH 2 (IH) -Quinolinone, 5- [ (IR) -2- ( (5, 6-diethyl-2, 3-dihydro-lH-ind«n-2- 
y 1) ami no) -l-hydroxyethyll- 8 -hydroxy- (SCI) (CA INDEX NAME) 

Absolute stereocbenistry. 
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AB The title conqads. 1 (Ar - Q» Rl - H, OH, aDcoKyi R2, R3 - H, allcyli R4-R7 
- H, halo, cyano, aryl. etc.; R8 - halo, 0R13, etc.; R9 - H or part of a 
heterocyclei RIO - 0R19, NHR19, etc.; X - halo, haloraethyl, alJcyl; Y - C, 
Nj n ■ 1, 2» p - 0, 1; q, m - 0, 1), P2- adrenoceptor agonists, were 
prepared E.g. , 5- (2- (5, 6-difflethoxyindan-2-ylaraino) -l-hydroxyethylj -8- 
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hydroxy- lK'quinolin-2-on« vas prtpd. 
IT 312753-06-3P 

RLi BAC {Biological activity or •ffoctor, axcapt advarsa) i B5U (Biological 
study, uoelassifiadtf RCT (Raactaat) f SPN (Synthatic praparatioat * THU 
(Tharapautic usa); BIOL IBiological study) i PREP (Praparatioo) i RACT 
(RaactanC or r«ageiit) ; USES (Uses) 

(preparation of indanyl-substitutad qulDOlinona darivs. and ralatad 

as p2- adrenoceptor agonists) 
RN 312753-06-3 CA 

CH 2 ( IH) -Qui noli none , 5- [ ( IR) - 2- ( ( 5, 6-di e thy 1 - 2 . 3 -di hyd ro- IH- i ndan-2- 
yl}anino}-l-hydroicyathyl)-e-bydroicy- (9ci) (CA INDEX NAME) 

Absolute ataraochenistry. 
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Title confxls. represented by the formula I [vherein C-Y - ai2CH2, CH:CH, 
CH20I Rl, R2 - H, OH and Rl R2i G - (un) substituted 

cycl<^entyl (alkyl) , indanyl (alkyl) , benzofuraoyl (alkyl) , etc. f In free or 
salt or solvate form] were prepared For exanqf>le, reaction of 
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(R) -1-aminoindane with (R) -8-benzylojty-5-OKiranyl-lH-quinolin-2-one, 
folloved by hydrogenation, gave II. I and their pharmaceutical conpns. 
are useful for the treatment of a condition which is prevented or 
alleviated by activation of the p2-adrenoreceptor, or the treatment 
of an obstructive or inflammatory airways disease (no data). 




G25 

G26 - (1) OH 
G31 - 16 




claim 1 

or salts or solvates 
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NTS: additional ring formation also claimed 

NTS: also incorporates claim 10, stnictues III and IV 



(Continued) 
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r APPLN. 


INFO. : 










US 2003-459724P 


20030402 







This invention pertains to a method for producing 5- (a-haloacetyl) -8- 
hydroxy- (IH) -quinolin-2-one derivs. The process involves (i) reacting 
8-hydroxy- (IH) -quinolin-2-one vith an acylating agent and a Levis acid to 
form 5-aca tyl- 8 -hydroxy- (IH) -qui noli n-2-one/ (ii) reacting 
5-acetyl-8 -hydroxy- (IH) -quinolin-2-one with a compound RL (wherein R is a 
protecting group and L is a leaving group) in the presence of a base to 
form 5-acetyl-8- (substituted oxy) - (IH) -quinolin-2-onei and (iii) reacting 
5-acetyl-8- (substituted oxy) - (IH) -quinolin-2-one with a halogenating agent 
to form 5- («-haloacetyl) -8- (substituted oxy) - (IH) -quinolin-2-ona. 
For exan^le, 8-hydroxy- (IH) -qui noli n- 2 -one was reacted with Ac20 in 
1, 2-dichlorobenzene in the presence of A1C13 to give 5-acetyl-8-hydroxy- 
(IH) -qui noli n>2-one (82.01). The above compound was reacted with PhCH2Br in 
acetone in the presence of diisopropylethylamine to afford 
S-acatyl-8>banzyloxy-(lH)-quinolin-2-one (91.71). The quinollnona 
obtained was treated %rith benzyltrimethylanmonium dichloroiodate in AcOH 
to provide 5- (s-chloroacetyl) -8-benzyloxy- (IH) -quinolin-2-one. 




HPL: claim 12 



10/717,868 



L9 ANSWEH 2 OF 6 MARPAT COPYRIGHT 2005 ACS on STN 
RKFERENCB COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 ANSWER 3 OP 6 MARPAT COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBERi 
TITLE: 



PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. K 



141:59702 MARPAT 
lohalaat cental oi eg a coabiaacion of a tiotropium aalt 
and a p-mlnatics for tha traatneat of COPO 
Xoaatzki. Ingoi Haada, Chris tophar J. Hontagua) 
Pairat, Hichalj Piapar, Michaal P. 
Boehringar Xngalbaia Pharma GahH k Co. KG, Garmany 
Ger. Offan., 22 pp. 
CODEN: GWXXHX 
Patant 
Garnao 



APPLICATION KO. DATE 



102S6080 




All 


20040617 


2004050093 


All 


20040617 


V: AS, 


AG, 


AL, 




AT. AU, 


CN, 


CO, 


CR, 




CZ, DE, 


GE, 


G&. 


GM. 






LK, 


LR, 


L5, 






NZ, 


OH, 


PG, 


PH. 


^CTpt, 


TM, 


TN, 


TR, 


TT, 


TZ, UA, 


RW: BW, 


GH, 


GM, 


KB. 


LS, MW, 


BY, 


KG, 


K2, 


MD, 


RU, TJ, 


ES, 


FI, 


FR, 


GB. 


GR, HU, 


TR, 


BF, 


BJ, 


CP, 


CG, CI, 



US 2004132759 Al 
PRIORITY APPLN. INFO. : 



DE 2002-10256080 
ffO 2003-EP12913 
BA, BB, BG, BR, BV, 
DM, DZ, EC, BE, EG. 
IN, IS, JP, KB, H6, 
HD, HG, HK, HN, Hff, 
RU, SC, SD, SB, SG, 
US, UZ, VC, VN, YU, 
SD, SL, SZ, TZ, UG, 
AT, BE, BG, CH, CY, 
IT, LU, MC, NL, PT, 
GA, GN, GQ, Gtf, ML, 
US 2003-717868 
DE 2002-10256060 
US 2003-446668P 



20021129 

20031119 
BY, BZ, CA, CH, 
E5, FI, GB, GD, 
XP, XR, XZ, LC, 
NX, HZ, HI, NO. 
SK, SL, SY, TJ, 
ZA, ZM, ZV 
ZM, ZV, AM, AZ, 
CZ, DE, DX, EE, 
RO, SE, SI, SK, 
MR, NE, SN, TD, TG 

20031119 

20021129 

20030211 



OH 




AB Tha Invantion concarns a combination for the treatnant of chronic 

obatructive pulraonary disoase composed of a tiotropium salt, preferably 
tiotropium bromide, and a p-mimetic of the general formula (I), vhere 
Rl, R2 - H, Cl-4-alkyli R3, R4 - H, Cl-4-alkyl, O-Cl-4-alkyl, 
Cl-4-alkylene-0-Cl-4-aIkyli or R3, R4 together are for a bridging group 
O-Cl-4-alkylana or -0-C1-4-0-, or its salt. Inhalant powders, suspensions 
and solna. ara prtparad Thus an inhalant powder contained (fx^/capsula) : 
tlotropiun brondda monobydrata 10. 8i 5-[ [ (5,6-diethyl-2,3-dihydro-lH-indan- 
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2-yl) amino] -1-hydroxyathyl] >8-hydroxy-2 (IH) -quinolina moaohydrochlorida 
35) and lactosa 4954.2. 




HPL: claim 1 
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AB Title con^ads. I (Rl-5 ■ H, alk (en/yn)yl, cycloalkyl, heterocyclyl, etc. » 
R6 - H, alJcyl, alkoxy* R7 - H, alkyl; R8 - H, alJcyl; R9 - alk(en/yii)yl, 
(hetero)aryl, etc.; RIO - H, alkyl; Rll-13 - H, (cyclo) alkyl, alkenyl, 
alkynyl, (hetero) aryl, etc.* p ■ 0-4] are prepared For instance, the dl-He 
ketal of 4-hydroxy-3-hydroxymethyl-ci-bromoacetopheiione {preparation 
given) is reacted with 4-broraophenethylanu.ne (CH2C12, Et3N) followed by 
4, 4 ' -diraethoKychlorodiphenylainine and subsequently reduced (THF, NaBH4). 
The resulting protected amino ale. is then coupled with 
N- (4 -heptyl-6-niethyl-2-pyrimidinyl) sulfanilamide (PhMe, dppf, Pd2dba3, 
80*, 5 h) and then deprotected with lK»Ac (60*, 5 h) to give 
II. All of the compds. tested demonstrated greater binding at the p2 
adrenergic receptor than at the pi adrenergic receptor, i.e., 
Ki (Pl) > Ki(p2)) many with a selectivity greater than 20. I are 
useful for the treatment of pulmonary diseases. 

MSTR 1 




ilO-Gll 



61 - 2 
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G2 - 38-9 43-16 




G4 - OH 

G5 - (1-2) CH2 

G44+G45- 197-6 194-1 



MPL: claim 1 

NT£: or pbarmaceutically acceptable salts and solvates 

VIE: additional substitution also claimed 

STB: or stereoisomers 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to novel medicament compns. based on long-acting 
fi2 agonists and salts I'X- (X • simple anion (CI, Br, I, 
sulfate, phosphate, 03SHe, N03, naleate, OAc, citrate, funarate, tartrate, 
oxalate, succinate, 02CPh, OTs)]f of » novel anticholinesterase drug I, to 
methods for the production of these coo^ns. and their use in treating 
respiratory tract diseases. The invention also relates to the combination 
of I with one or more biomimetics II (Rl, R2 - H, Cl-4-alkyl; R3, R4 - H, 
Cl-4-alkyl, 0- (Cl-4-alkyl) , (Cl-4-alkylene) -0- {Cl-4-alkyl) ; R3R4 - 
Cl-4-alkylene, 0- (Cl-4-alkylene) -0) , their enantiomers, mixta., racemates, 
solvates, hydrates or with salmeterol, formoterol or their acid addition 
salts. Thus, an example inhalation potrder formulation comprises 
I -Br- and II •H02CCH:CHCO2H- (Z) (Rl - R2 - H. R3 - R4 - Et) 
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Title compds. I IRl-5 - H, alk{en/yn)yl, cycloalkyi, heterocyclyl, etc.; 
R6 - H, alkyl, alkoxyj R7 - H, alkyl; R8 - H, alkyl; R9 - alk(en/yn)yl, 
<hetero)aryl, etc.j RIO - H, alkyl; Rn-13 - H, (cycle) alkyl, alkenyl, 
alkynyl, (hetero)aryl, etc.; p - 0-4) art prepared For instance, the di<-Me 
ketal of 4-hydroiiy-3-hydro!tymetbyl-«-bronoacetophenone (preparation 
given) is reacted with 4-broniophenethylaniine (CH2C12, Et3N) folloved by 
4, 4' -dimethoxychlorodiphenylaraine and subsequently reduced (THF, NaBH4) . 
The resulting protected amino ale. is then coupled with 
N-(4-heptyl-6-methyl-2-pyrimidlnyl) sulfanilamide (PhMe, dppf, Pd2dba3, 
80*, 5 h) and then deprotected with KOAc (80*, 5 h) to give 
II. All of the con^xls. tasted demonstrated greater binding at the p2 
adrenergic receptor than at the pl adrenergic receptor, i.e., 
KiOl) > XI (P2); many with a selectivity greater than 20. I are 
useful for the treatneat of pulmonary diseases. 



Gl - 2 



G2 - 38-9 43-16 




G4 - ca 

G5 - (1-2) CH2 
G44+G45- 197-6 194-1 



MPL: claim 1 

NTE: or pharmaceutically acceptable salts and solvates 
NTE: additional substitution also claimed 
STE: or stereoisomers 
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